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Report Title: Emetic Study in Beagle Dogs 

Test Type: Supplemental Toxicity 

Conducting Laboratory and Location: P&G Miami Valley Laboratories, Biological 
Testing Facility, Cincinnati, OH 

Test Substance(s): E2501 .Ol - 0.3% Octopirox in hair conditioner 

Species: Beagle Dogs 

Test Conditions: Purebred beagle dog dosed by gastric intubation with a single dose of 
the undiluted test material. The first dosage tested was 16.0 ml/kg. 

Results: ED50 for emesis was greater than 16.0 ml/kg. Could not go higher as volume 
limit would be exceeded. This test indicated that the conditioner with 0.3% OP is 
essentially non-emetic. 

Study #: B85-6007 
Report Date: 3/l 8/85 
QA statement and GLP compliance: Yes 

Accession #: 30487 
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Fatiility Hanagefnent immediately. All aNit Tindings we reported ta Management 
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-m! finaf study report was rwieued for fnaccuridas ?m$ procedural 
compliance, The results reflect the raw data of the study. 
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Report of rj biological test. perI%roed 
at HW. Lsboratorles 

ctorlnp, the perfod O’-31-!?!5 
through D t-31-85 moording to 
t.he atTacked protocol 

Divisidnal Safety TI5t 
Request Xwber: BYCR G372 

Study NlceQer : $&@Xl;l 
Test Subfitance 

Idcntificztion Lfunbar : CCcjOG. 01 
Ppm~or’s i)ivisional. TorSco?ogt~t 

c. Y. hrdio 

lrnalysis Rtsul ts 

Breed and SCUFCP df antmls: Fisa$le, M’& ~OtatW 

Sample Preparation md ?kmin~ Technique: S~#pfe a5 rw?eived, By gauage. 

Test Resultq an-d. Sumrru 

An FD salike For test substance GO!Xb,Ol has not been detorninad. The next 
fodi&?d dose 1~~1, 32 ml/kg, uill came a Udlunu cffoct in emeti5s. 



EMETIC DOSE STUDY (RIGSI 

~‘UP’DOWM” PROCEDURE 

Divisiona: SaffzLy Test 
Request &.~mber: i?!!Clt 6372 
Test Substance 
7dentlfiwti#n lltllnber: GfE@E.Dl 
Study Kunber: E%-EW~ --IL- 

X = Respwse 
0: no RCJponse Siqw no e 

Lag Ficirl Test disc + kIl.og of Spacing of Canes) - 
Log of MS* 

virlue for test substance 005C6.01 ha:: not, been detctc5ned. The R@X: 
qi? ml/kg, ufl1 cauzx A volume cf fecr ir: emesi1;. f - 



IBTERDEPARTHENTAt CORRESPOHDENCE 

Fltarf; uperations sectfon DA?%: Januery 24, 1984 

TO: D, K. Hyaell 

SUBJECT: STUDY @&WENT AUl’HORIZATION 

This is to authorize you to carry out the fallowing SW& accwdinpy to tie 
attached protocol. 

tkltiC!fX This study is expected to be su!mLtted to the folfawing mguI*ory 
agency: FCL4 + Ihe stipulatlcms of the prato~al are to be implewwd 
in camplet;eonfqmatme 4th Good Laboratory Practices flegulationa 121 
CFR, Fart 581 for nonclinical latmatary studies. 

Test: Ektetlc tE$oI in the Dog (Dim “Up and Cwt-P M~~thod) 
Protorol MC. : c5 Issue Date: July 1, 1903 

Test Substence No.: GO!%.~~ i&c. Iq. MO,: PlYCR 032 
Fhysicsl Fwm: uiscow liquid 

aus- a;dsdr 
Matters irwolving the Srimtific aspects of the work c?m be &!mdIed direct?y 
with Lbe DlvLsicna3 Toxicol~glst. All uoaased samples are to be returned ta ttte 
D~vivicmal Toxicologist at the Sollowing eddress: 

zb. c. N. Cardin 
sac - ROCCI ~lo. ao23 
Telephone #4x 8-55-2302 

Cmplete both topics of the attached protocol by adding your study ~ur&x amI 
proposed start and CompLetian dates. The Study Director Stkmld define We 
start and wmplstim dotes on t;he pr&ozoi and sign and d&e SOW iropim, 
Retain cxle and return one zopy to t!w B’Frs chralitg Assurmcr? %Uh 

e ~Mt!-? 

&5¶an & Ewirotmmktal Safety Dfvision 
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PurvDse : To dattrrine Ule ematfc potentis of a  teat substance 
in the dog. 

Justlfic~tian u  
Sclcctlon 9 rpet 
,watea : The B~irglc W j$ 18 the entnral of chofce because 

erper im~e hat r rhom that thfr specisa i,s a  goed a#del  
in predicting the tmet5c activLty of P srtbataner. 

Route or Admlnlstration -- 
of Test Substance : -_I Idainlstur wbetance by stomach tube. 

Rsaann ftw Choice : -- this provides on mcurate a&hod of dellwring tic 
desired dctse to ths anidaels~ rtonacb. 

All records thet wuld be requtmtd to mconatruct the 
study and dmowtrate adhcrencc to the pratbcol. 
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‘ZSIN # -- 
DRD 

Nu!Mer 

Storsge CandLtions: icheck cm+) 

rest Substmnca: 

I Z-L tetlp. I 5 ReerigeTator 

S ec al Instructions: 
-v- 

Icheck onme) 
C Hone. 
I 1 A6 fallows: 

Dose Preparation: '-Onid 
Dose test rubstantt aa rsoefted 

1 3 Post test substenae as 2 w2uticrr&busp&wilon U/Y 
in I 

Rate: 
A cancerrtration enalp5s of thepst substance - uPthf;c2e 
m frturtla~ ulll t I; ~511 not I2bc required. 

Xf 0 conccntmtion ana2ysis is required: 

C 5 Prepare B sufftcient qu6ntit.y of c;he tedt sut3rtance - 
vehicle m ixture<& 50 that a portfon.can be returned to 
the Spons0rc5 DiuLsional lbrloo2o&st. 

fnrstructions: Shiming 
Send approximately ml, Setxd I 1 Iioten : E 1 under 
smMent cmditrms : TT other , 

. 



Anlmalp : 

EnuLronmentrl 
GandLtions : 

Pmcedwe : 

-ml/kg af test substance as received 

Staglea, pure bred, 6 wnths to 5 yesrs. Antaals dll 
be srlccCed frala the stock colony iid neleded. Total al 
mtmds to be used ulll vary fm a atinumm of 6 
anfarsxs. 

Follew the approved Standard iWratia& Pracc~ures or 
the Test Fwflitr. 

Follvw the epprcvcd Standrrd Uperattfng Procedures af 
the Test Cwility. 

Follow the tvpmved Stand*rd Qwm3t;ng Procedures of 
the Test Facl Llty. 

Fast the dogs for a minimam of 19 hohirs and deprive 
thee or wster $%t appr&KiwEeXy 3 hours before dosing. 
Prior tm dosing eacn da& rowed ita wLlar number, run 
nwbar, welgtit { kg1 md gender. CalcuPete the v%lm? 
of Qzbt substance to be dmed to the ffrst dog and 
record it. Iht flrrrt bog 1s rfmaclved fFom its run and 
given the t-ecorded mount of test subsf~nce usi.rig the 
appmprlate,method. 

titer dosibg tbs first a*fmal, rdtura It &o its run. 
Observe the dog for one hour. rucord$ilg whether or not 
wesis mcurs, a.?d the time cf mesib onsef. <if any]. 
At the ed of the me hour oboewaffm period, allOU 
the mime1 ~CCGSS to mbtet a6 IlbStum . -- We anfmal 
will be fed at tht regul8r fetd%g rlPa the nezt day. 
Subsequant d%$cs will be drterained 8s dtscribed in 
Appwdfr 1 a6d ~$11 be edminlst;ered the sbae 1s tht 
fir& dose, 
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St.atistfcel 
AnslyGr: 

At the ter!Matian of the study, the w~imrrfs s’nculd be 
returned to the stock colany OC the F@ciIrlty. 

the ED 
i” 

Is conputed by ustng tha rmzthad described in 
kmml * i. 

Pr&ocol Chsnjges: Xi- it becomes mctrsary to change the 8PprOYtd 
prOtOCP1~ ~r#ial l peem?nt b? make thi3 Change shculd 
be mode bttuaen the Study DLrcctor or hlr des;lgnnate end 
the SPonSOrr As boon a9 practical, thfs ohenge and the 
rtamnr For Lt rhwfd bt put Ln wSiPng and .sSgnml by 
b&h tht Study Pirrctor and the Sponsar*rr Di~isibnsl 
Tdrtco~ogfst . hi3 docuneat is then attached to the 
protocol. a* sn afktendum. 

t,: Rcper Report d&es of irtftiatfon end colPpletien of tht in- 
life portion OF the study. Include B sMm8rr of 
snalysia of r&M data cdlected during the study and 61 
transcrfptlan OF the rau data. The rtmrt sisal% 
ecdorm ta ell seputrmaenta outlnea in Sect&m 50. t85, 
Rubpart 3. Good trtwatorv PractTccs regu&at;ians. 

bats fippravcd by Sponaar’rr piulrr%om~l Toxi~ofogllst: 

Prapoeea Startirtg Dets: r-3/- 4c 
DeCfned as: 

Propcste 
IWIned as: 

Study Dlreotcr: 

bate: /- 3 I- 8$ 



0 

rite up-and-&em lbethd of exPcrheRtitLb7n i~eW&X? 1) 1s used in order to 
srfniwlae the number of an2m8fe thst must be dorcd and to reduce the stress to 
enhnalr due to over-dosfng. 

The number or animels tested wfll vnry depeading upon hau close the initial 
dose (see Te8t Conductbn L Ob3ervatfans belou) is to the daae uhf& ~$11 
praduce enet2e epistles In 501 of the animals C&&,). 1 minfmt&n of six 
snfbals uill be dosed; it should stfden be neeesrary to dose laore than nine or 
ten snimel t . 

Test Conduction 4 Observetlons : 

To btart the test, choobe 80 laltief do6er i, and a QuZtfplier, q . The tnitlal 
dcre rhould be close to tke tbthmatcd m ; $f thtr t&tiQZ&? 23 fKiOF, it. 
Wuld br best to err en the low 8iet. %a multfplisr, m, detsrml~ea the 
apacing between doses; mklt~pllers ul’21 typic8lLy Ilr between 1.5 and 3. 

nie first animal Is dosed at 2. If eracs2is is CIO~ obscrv& ufthln 1 hour, the 
ilose far the atrt c#,Lal is rsfS6d to i times m; if saerfr IS &Serve$, then 
the dose for the next as.lins)r is &oMred t8 2 divided by ffi. Am&i, the rcc?cond 
enlmol Ls observed and the dose for the next enimal ~11 be raMed by the 
multlpZe I If claesil ir not observed or hWtrod by tht f&wt.&r m If tmeSl& 1s 
obberved . Tnlr sequence Is emMcuedr each time dostng the next. en2maX with B 
doac bas&d upon the current enimal ‘6 dc8e adlusted upwards OF dowward by the 
feetor w dependtng UpOn uhet)lef ~~sls ES n4t Observed Scc#t dose upuard) or is 
observed (next dare dounu?8rd~. 

The abaervatfoss way b?rin ulth a series elf miaals #ha rasct sfai3erly 
(either, 821 txvt free ar em6tic cpfsodas ar mL1 have emetic eptrMe6>. 7hls 
till ba the caac when the inLtie1 doa+, f, is far fawn the EQ 
ot uherr to teminatc the study, only the laet eMus in sue PiI ii!t&zFYtf 
counted ; the study krwinates Uhcn, including thin anilaal, a miniinm~ af sir 
anfmals have been tested. 

ReDort : 

Reference: 

t. Dixon. W. d, and Uassey, F. S,, Introduct&n tm %atisticsl i~&YSis , 3rd 
Ed., kGwu-lfill, t&w York, 1969, pages 360-393. 
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